In France, the 2011-2012 influenza epidemic was characterized by the circulation of antigenically drifted influenza A(H3N2) viruses and by an increased disease severity and mortality among the elderly, with respect to the A(H1N1)pdm09 pandemic and post-pandemic outbreaks. Whether the epidemiology of influenza in France differed between the 2011-2012 epidemic and the previous outbreaks is unclear. Here, we analyse the age distribution of influenza like illness (ILI) cases attended in general practice during the 2011-2012 epidemic, and compare it with that of the twelve previous epidemic seasons. Influenza like illness data were obtained through a nationwide surveillance system based on sentinel general practitioners. Vaccine effectiveness was also estimated. The estimated number of ILI cases attended in general practice during the 2011-2012 was lower than that of the past twelve epidemics. The age distribution was characteristic of previous A(H3N2)-dominated outbreaks: school-age children were relatively spared compared to epidemics (co-)dominated by A(H1N1) and/ or B viruses (including the 2009 pandemic and post-pandemic outbreaks), while the proportion of adults over 30 year-old was higher. The estimated vaccine effectiveness (54%, 95% CI (48, 60)) was in the lower range for A(H3N2) epidemics. In conclusion, the age distribution of ILI cases attended in general practice seems to be not different between the A(H3N2) pre-pandemic and post-pandemic epidemics. Future researches including a more important number of ILI epidemics and confirmed virological data of influenza and other respiratory pathogens are necessary to confirm these results.
Introduction
Infections with influenza viruses concern 10 to 20% of the worldwide population each year. Adults over 65 years-old (y), children under five and people suffering from particular medical conditions are the most at risk of complications, hospitalisations and deaths [1] . Influenza outbreaks dominated by A(H3N2) influenza viruses are associated with greater morbidity and mortality than A(H1N1), especially among the elderly [2, 3, 4, 5] . In humans, A(H3N2) viruses are considered to evolve faster than the A(H1N1) subtype [6] . Every three to eight years, predominant A(H3N2) viruses are replaced by a novel antigenic variant, prompting an update of the recommended influenza vaccine strain [7] .
In France, as in other European countries, the 2011-2012 influenza outbreak, dominated by A(H3N2) viruses, was associated with higher frequency of severe outcomes among adults over 65 y, and higher mortality among those over 85, than during the last two seasons, which were dominated by pandemic A(H1N1)pdm09 viruses [8, 9] . Besides, more clusters of acute respiratory infection were notified during 2011-2012 in French nursing homes with respect to the 2003-2011 period [10] . It was hypothesized that the observed excess mortality among the elderly in 2011-2012 was related to the return of influenza A(H3N2) virus antigenically variant from the vaccine strain, potentially with added effects of a cold snap [9] . Indeed, a significant decrease of the trivalent influenza vaccine effectiveness against severe influenza cases in high-risk patients was reported this season [8] . However, the mortality was similar to that observed during the 2008-2009 outbreak dominated by A(H3N2) influenza viruses well-matched with the vaccine strain [9] .
Whether the epidemiology of influenza this season differed from previous epidemics in France is unclear. Here, we analyse the age distribution of influenza like illness (ILI) cases reported by volunteer sentinel general practitioners (GPs) [11] , in 2011-2012 and in the twelve previous outbreaks (pre-pandemic, pandemic 2009-2010, and post-pandemic 2010-2011). We also assess influenza vaccine effectiveness over this period.
Methods

Influenza data
The study was performed on the influenza epidemics from 1999-2000 to 2011-2012. Consultations for ILI in a general practice setting were the chosen morbidity indicator. These data were obtained from the French Sentinelles Network, a nationwide system based on voluntary and unpaid sentinel GPs who report weekly numbers of ILI consultations, age, sex, vaccinations status and some clinical characteristics of patients [12] . Influenza-like illness was defined as a sudden onset of fever over 39uC with myalgia and respiratory symptoms (cough, sore throat); no virological confirmation was performed at the individual level. The dominant circulating viral type(s) or subtype(s) during each epidemic was obtained from the World Health Organization's (WHO) Flunet virological surveillance online database [13] : A(H1N1)pdm09, A(H1N1), A(H3N2), B or a combination. A significant number of type A viruses were not subtyped, so we adjusted each subtype count by reallocating the non-subtyped A count to each subtype according to the H1/H3 subtype ratio of the raw count given by the Flunet database (as described by Finkelman et al. [14] 
Viral circulation
Of the 13 epidemics included in this study, the A(H3N2) subtype predominated in seven epidemics; the remaining six epidemics were dominated by A(H1N1) (N = 1), A(H1N1)pdm09 (N = 1), and B (N = 1); and co-dominated by A(H1N1) with B (N = 2) and A(H1N1)pdm09 with B (N = 1) ( Table 1 
Influenza-like illness incidences rates
As previously reported [16, 17] , ILI surveillance data has been shown to be a good proxy for influenza incidence in France and elsewhere.
Weekly regional ILI incidences were estimated by multiplying the mean number of reported cases per participating GP for a week by the total number of GPs in the area. National incidence was computed as a weighted sum of regional incidences (NUTS 2 level). Incidence rates (per 100,000 inhabitants) were obtained dividing incidences by yearly population size [18] . Volume activity of the population of Sentinelles GPs does not noticeably fluctuate over years as age distribution of their patients [19] . Age-specific incidence rates were estimated for the following age groups: 0 to 4 year-old (y), 5 to 17 y, 18 to 29 y, 30 to 44 y, 45 to 64 y, 65 to 74 y and 75 y or older.
We used a Poisson distribution to model the number of cases reported by Sentinelles GPs in regions and age-groups over each epidemic period. Variance of incidence was estimated using a normal-approximation allowing the computation of the 95% confidence intervals of the incidence rates. We then compared the incidence rates of the 2011-2012 epidemic to the average incidence rates of the last 10 pre-pandemic outbreaks (epidemics 1999-2000 to 2008-2009) using the mean and the variance of these two normal distributions.
Determination of epidemic periods
Epidemic periods were determined by applying a periodic regression model including a linear trend, annual and semi-annual periodic terms on weekly ILI incidence rates below a cut-off value to estimate a baseline [20, 21] . Epidemics were then defined by at least two consecutive weekly incidence rates over the estimated baseline's upper 90% prediction bound. For each influenza season (starting from September to the next year's August), incidences were cumulated over all weeks included in the epidemic period as defined above. These epidemic periods will be referred as ''season'' in the following text. Each epidemic was named by the name of its influenza season (i.e. 2011-2012 epidemic, refer to the epidemic period occurred between September of 2011 to August of 2012).
Relative illness ratio
The age-specific burden of illness was assessed with the relative illness ratio (RIR) [22] . This ratio divides the contribution of a specific age group i to ILI cases
by its contribution to the general population
where C i was the number of ILI cases in an age group i, (there are n age groups in total) and N i was the total population in an age group i. helps assessing the under-or over-representation of age group i among ILI cases: a ratio above 1 indicates an excess risk. Besides, being standardized on epidemic size, it can be compared across epidemics. Confidence intervals (CI) were estimated with the exact Poisson method [23] .
Vaccine effectiveness
Vaccine effectiveness (VE) was estimated with the screening method using a ''case-cohort'' or ''case-base'' design [24] . Its principle is to calculate VE using the following equation: 
where PV is the proportion of vaccinated individuals in the general population and PCV is the proportion of vaccinated ILI cases [24] . In the simplified approach we used, proposed by Farrington et al. [25] , the proportion of vaccinated individuals in the general population is assumed to be known (i.e. not estimated from a sample).
The PCV for each epidemic was estimated using Sentinelles' ILI cases including information on age and vaccine status at the individual level. Individuals with missing age or vaccination status were excluded. The proportion of vaccinated individuals in the general population (PV) was drawn from a phone-based postepidemic survey on the influenza vaccine conducted yearly by a private independent organization (TNS/SOFRES) for a French Influenza Expert Group the Groupement d'Etude et d'Information sur la Grippe (GEIG) from a representative sample of the French population over 15 y. Vaccine effectiveness estimates were stratified using the following age strata in Farrington's formula [25] : 15-64 y, over 65 years and overall using these two age strata. We did not adjust for potential confounding factors.In this study, we did not include VE for the 2009-2010 and 2010-2011 seasons, because the vaccination coverage was not available from GEIG.
Results
Incidence rates
We report in Table 2 , the cumulated incidence rates of ILI consultations of each epidemic and the corresponding 95% confidence interval, by age group and overall. The Figure 1 shows these age-specific ILI attack rates, grouping epidemics by according to the dominant virus type or subtype. As they had similar profiles, the pre-pandemic epidemics dominated by seasonal A(H1N1) viruses or co-dominated by seasonal A(H1N1) and B viruses were grouped together.
The 2011-2012 epidemic had overall a lower ILI attack rate than all twelve previous outbreaks ( Table 2 ). The attack rate was highest among children under 5 y, but even in this age group, it remained in the lower range of all previous epidemics. The ILI attack rates for the 5-17 y and 18-29 y age groups were the lowest reported since 1999 and the third lowest for the 0-4 y age group ( Figure 1 and Table 2 ). The ILI attack rates for 65-74 y and over 75 y age groups were higher than those reported during the pandemic and post-pandemic outbreaks but smaller to that of the A(H3N2)-dominated pre-pandemic outbreaks. Differences between ILI attack rates for 2011-2012 epidemic and average of 10 pre-pandemic seasons were significant for all age groups (pvalue ,0.0001; for over 75 y, p-value = 0.01).
Relative illness ratio
The mean RIR of each age group, by dominant virus subtype, are shown in Figure 2 . Consistently across all epidemics, RIRs were highest in the young (,18 y) and decreased in adults (Table  3) . Interestingly, in ILI epidemics not dominated by A(H3N2), school-age children had higher RIR than children under five. However, large confidence intervals do not allow further interpretation. Also, in the 2011-2012 epidemic, the RIR in adult did not decrease monotonically with age: the 30-44 y consulted more than the 18-29; yet again, confidence intervals are large. In 2011-2012 as in the other A(H3N2) epidemics, compared to A(H1N1) and/or B-dominated epidemics, the RIR profile had smaller variation around the unit, i.e. was slightly higher for younger age groups and lower for adults over 44 y. The lowest RIR in people over 65 y was observed during the 2009 A(H1N1) pandemic.
Vaccine effectiveness
The vaccine effectiveness, estimated for each outbreak except 2009-2010 and 2010-2011, is presented in Table 4 and Figure 3 , for people 15-64 y and over 65 y, and overall. When considering all age groups, the VE estimated during the 2011-2012 outbreak (54%, 95% CI (48; 60)) were close to the lowest values for previous A(H3N2) epidemics. In the elderly, it was similar to that of previous A(H3N2) epidemics: 43%, 95% CI (30; 53).
Discussion
This study compares the burden and age distribution of the 2011-2012 influenza outbreak with that of twelve previous ones, by applying a same methodology over a single and continued source of surveillance data: ILI cases reported by the Sentinelles GPs. We showed that the 2011-2012 was the mildest influenza outbreak observed since 1999 and that ILI consultation rates did not peak in school-age children (5-17 y), as usually observed in the previous epidemics. The relative risk of ILI showed variability by age and influenza subtype. As previously reported [22] , the 2009 A(H1N1) pandemic displayed in our data high ILI attack rates in young children, which decreased with age. In our analysis, the lowest RIR was observed in the elderly during the circulation of A(H1N1)pdm09 influenza viruses. This difference was explained by the development of a lasting immunity against A(H1N1) viruses due to exposure to previous epidemics in elderly [26, 27] .
In the 2002-2003 season, the only one dominated by influenza B viruses, the risk of ILI peaked in school-age children and decreased with age in agreement with some earlier studies in temperate countries in which influenza B risk peaked in preschool or school-age children [28, 29] . The same trend is observed for every year characterised by the circulation or co-circulation of A(H1N1) and/or B influenza viruses. These observations, are consistent with previous findings that lasting immunity to A(H1N1) influenza virus, possibly carried over from exposure to previous epidemics and pandemics, exists in the older population and decreases their risk of developing acute symptoms [26, 30] .
During the six pre-pandemic ILI epidemics dominated by A(H3N2), the risk of ILI were highest in preschool and school-age children, with a risk in older adults more important with respect to those observed in the pandemic and the post-pandemic seasons (2009) (2010) (2011) . In the A(H3N2) post-pandemic outbreak the risk of ILI by age group was similar than those reported during the previous A(H3N2) pre-pandemic seasons here analysed. These data are in agreement with earlier studies reporting that adults experience higher rates of infection and reinfection with A(H3N2) than with other influenza types/subtypes [3, 31, 32] .
It is known that A(H3N2) more commonly causes clinical illness in adults in the community and in institutional care compared with other influenza viruses [33] . During the 2011-2012 epidemic in France, 14-fold more clusters of acute respiratory infection were notified in nursing homes than the average annual number observed during the period 2003-2011 [10] . The duration of episodes, the attack rate and the case fatality among residents were unchanged [10] . In contrast, our analysis, based on consultations for ILI in the community show a similar risk of ILI among the elderly than during the last A(H3N2) epidemics since 1999. These discordant results could be partially explained by better outbreak reporting in French nursing homes and by the fact that the population of 65 y consulting in general practices usually have better health than the senior population residing in nursing homes. Another reason could be that our ILI definition underestimates the true influenza burden amongst elderly, especially vaccinated subjects, who usually develop atypical symptomatology (e.g. low fever). In fact, monitoring consultations for ILI as a proxy for influenza transmission in the community is a practical but heavily biased system. There is a risk of underestimation associated with those infected who do not seek medical care, as well as overestimation associated with ILI cases caused by other pathogens than influenza [34] . In France, the new A(H3N2) variant, distinct from the vaccinal strain (A/Perth/16/2009) was reported for 31% of the total detected A(H3N2) viruses during the 2011-2012 outbreak. This proportion remained stable during the entire epidemic [10] . Even if the relationship between antigenic drift and clinical vaccine effectiveness is not well understood, it is known that a greater degree of antigenic mismatch may contribute to reducing vaccine effectiveness [35] . We estimated that the effectiveness of 2011-2012 influenza vaccines in preventing ILI this epidemic in people over 15 y was among the lowest measured in previous A(H3N2) epidemics. Preliminary estimates from the I-MOVE European study [36] suggested that, among the target groups for vaccination, the effectiveness of the 2011-2012 influenza vaccine was low to moderate against medically-attended ILI virologically confirmed as influenza A(H3N2). In a recent study in France, the effectiveness of the 2011-2012 trivalent influenza against severe virologically confirmed influenza cases in high-risk patients was significantly lower than the one of the 2010-2011 epidemic: 30%, 95% CI (22; 39) versus 53% (40; 67), respectively [8] .
This study has several limitations. First, we studied ILI and not confirmed influenza cases, thus our results should be interpreted in the context of febrile symptomatic infections associated with respiratory symptoms and myalgia leading to a medical visit. However, respiratory pathogens other than influenza viruses might cause ILI, resulting in moderate positive predictive values of not virologically confirmed ILI [37] . In particular along with influenza A and B viruses, adenoviruses (AdV), respiratory syncytial virus (RSV), enteroviruses (EVs), human rhinovirus(HRV), and parainfluenza viruses (PiVs) are regarded as important pathogens with the potential to cause ILI. As previously reported [38] influenza viruses and RSV accounted for at least 50% of respiratory viruses identified in ILI patients, and thus there is a substantial potential for confusion between illness caused by influenza and those caused by RSV even if influenza accounting for a much greater proportion of confirmed viruses during the ILI peak weeks, especially in adult age groups. To minimize confusion, in the present study all data were computed (incidences rates, relative illness ratio) over the epidemic period for each influenza season. Overall, even if all-ages ILI rates could be a good proxy for influenza virology data, there is no evidence for age specific data, thus results here shown have to be interpreted taking into account this limit. Moreover, the use of ILI, a non-specific influenza outcome, as a primary endpoint for estimating the effectiveness of influenza vaccines can bias vaccine effectiveness estimates downward.
Second, we focused on the last thirteen epidemics, since the 1999-2000 epidemics, as vaccination and prevention behaviours are susceptible to change over a long period of time. In France, until 1999-2000 the influenza vaccine was free of charge only for people over 70, but since 2000-2001, people between 65 and 69 were also eligible for free vaccinations.
Thirdly, biases due to differential healthcare-seeking behaviour in patients have not been measured when estimating vaccine effectiveness, in particular healthy user bias in the senior population, whereby elderly patients with poorer prognosis may be less likely to receive a vaccine compared to healthy seniors [39, 40] . On the other hand, individuals at higher risk for influenza are more likely to be vaccinated than individuals at lower risk. Thus, the different characteristics between groups may lead to erroneous estimation of the vaccine effectiveness.
Moreover, the ILIs incidences rates have been highly influenced by the health seeking behavior, during the spread of the 2009 pandemic. In early September 2009, while reports of ILI were increasing in medical practice-based surveillance in France and other European countries, the detection of pandemic influenza virus remained sporadic [41] . This finding was attributed to the circulation of other respiratory viruses and, to an increased propensity of patients with ILI to seek medical advice due to increased anxiety in the pandemic context. This finding was also observed for ILI incidence rates reported by the French Sentinelles Network [42] .
Our results could also be biased due to the fact that the two samples we used are not drawn from the same population: the GEIG sample is drawn from the general population whereas the Sentinelles sample is not. Nevertheless, as the Sentinelles network is an ongoing system, and the GEIG repeats the poll regularly, we can provide real-time estimates of the VE for each epidemic season. Considering these temporal series and assuming that bias is the same from 1 year to another, we can compare estimates of VE to those of the previous [43] .
In conclusion, the age distribution of ILI cases attended in general practice seems to be not different between the A(H3N2) pre-pandemic and post-pandemic epidemics. Future researches including a more important number of ILI epidemics and confirmed virological data of influenza and other respiratory pathogens are necessary to confirm these results.
